The aim of this study was to evaluate the impact of an infectious diseases specialist (IDS)-led antimicrobial stewardship programmes (ASPs) in a large
ASPs were operated mainly by one or two infectious diseases specialists (IDSs) in each hospital 7 . Therefore, in order to improve ASPs in Korea, it is necessary to reinforce the priority of, and increase manpower to the implementation of ASPs.
The aim of this study was to evaluate the impact of an IDS-led ASPs in a large Korean hospital. To this end, we conducted an interrupted time series analysis on the antibiotic use and the antimicrobial resistance rate of major pathogens before, and after interventions.
Material and Methods
Study site. Eulji University hospital is an 859-bed university-affiliated secondary care hospital with a 34-bed intensive care unit (ICU). In addition, there is a 20-bed trauma unit and a 30-bed neonatal ICU; but no burn, or bone marrow transplant units.
There have been no actual ASPs implemented in the hospital except for occasional educational initiatives. There were no written internal guidelines regarding empirical antibiotic administration in common infectious diseases. Even though a computerized antibiotic control programme was developed in October 2005, it was not operational due to a lack of manpower: all requested antibiotics were approved without any restriction. Infection control measures remained largely unchanged until September 2016. The most prominent strategy for infection control was monitoring and feedback of hand hygiene; average annual compliance rate was 70.8% in 2014, 68.6% in 2015, and 74.6% in 2016.
In September 2016, an IDS who had 1.5 years' experience in running ASPs started his service at the hospital, and dedicated 2.5-3.5 hours per day to running the ASP.
Major intervention: restrictive measure for designated antibiotics. In September 2016, restrictive measures for designated antibiotics were initiated, using a computerized antibiotic control programme. Designated antibiotics included carbapenems (imipenem, meropenem, ertapenem, and doripenem), tigecycline, glycopeptides (vancomycin and teicoplanin), oxazolidinone (linezolid), and polymyxin (colistin). Physicians were instructed to fill out a special antibiotic order form when prescription of any of the above antibiotics was needed. The purpose for the antibiotic use was a mandatory field on the special antibiotic order form. Once the special antibiotic order was made, the IDS could assess the prescription through the computerized antibiotic control programme. The decision on whether to approve or reject the prescription of the designated antibiotics was made via the programme within 48 hours, after medical record review. Pending the decision of IDS, the designated antibiotics could be administered to avoid delay in initiating therapy. The appropriateness of antibiotic use was assessed in accordance with the antibiograms of isolated pathogens, and the Sanford guideline to antimicrobial therapy 8 . For the approved antibiotics, follow-up evaluation for the appropriateness was performed after the period of approval which was set by the IDS: usually 4-7 days. Regardless of antibiotic order outcome, a written suggestion of appropriate antibiotics was sent to the prescribing physicians. Minor intervention -monitoring for unnecessary double anaerobic coverage prescription. In April 2017, a system for monitoring unnecessary double anaerobic coverage prescription was established. When combination antibiotic prescription with either metronidazole or clindamycin, and one of beta-lactam/ beta-lactamase inhibitors (BL/BLIs) or carbapenems was detected via the computerized system, a pharmacist reviewed the medical records and sent the assessment of the appropriateness of each prescription to the IDS. The IDS confirmed the appropriateness as mentioned in a previous report by Song et al. 9 . If the combination prescription of anaerobic antibiotics was assessed as "inappropriate", the pharmacist notified each attending physician about the result.
Study design and data collection.
The trends in antibiotic use, antimicrobial resistance rate for major pathogens, and in-hospital mortality before, and after interventions were analysed.
The primary outcome of the study was antibiotic use. The secondary outcomes consisted of the antimicrobial resistance rate for major pathogens, and in-hospital mortality. Patients in the general wards (GWs) and ICU were analysed separately, and the trauma unit, neonatal ICU, and paediatric ward were excluded from analysis. In-hospital mortality was analysed only for ICU patients.
Data on the number of monthly antibiotic prescriptions, monthly patient-days, and monthly antimicrobial sensitivity tests of major bacterial pathogens among inpatients between September 2015 and August 2017 were acquired from the electronic database. In addition, monthly Acute Physiology and Chronic Health Evaluation (APACHE 2) score, and monthly in-hospital mortality rate among ICU patients between September 2015 and August 2017 were acquired from the hospital data processing department.
The study protocol was approved by the Institutional Review Boards of the Eulji University Hospital (2017-12-001-001), and the requirement for written informed consent from patients was waived due to the retrospective nature of the study, and its impracticability.
Antibiotics. In this paper, Anatomical Therapeutic Chemical (ATC) classification system class J01 antibiotics, which does not include antifungal agents or anti-tuberculosis agents, were included for analysis 10 . Systemic agents with per oral or parenteral administration routes were included, while topical agents were excluded. Each class of antibiotic was quantified via days of therapy (DOT), which was then standardized per 1,000 patient-days (PD) 11 . We classified antibiotic agents into 19 classes: 1 st generation cephalosporins (1 st CEPs), 2 nd generation cephalosporins (2 nd CEPs), 3 rd generation cephalosporins (3 rd CEPs), 4 th generation cephalosporins (4 th CEPs), aminoglycosides (AGs), BL/BLIs, carbapenems, fluoroquinolones (FQs), glycopeptides, lincosamides, macrolides, metronidazole, monobactam, oxazolidinone, penicillins, polymyxin, tetracyclines, tigecycline, and trimethoprim/sulfamethoxazole (SXT). Other antibiotics, such as amphenicol, fosfomycin, and streptogramin were excluded because they are rarely used.
We defined 3 rd CEPs, 4 th CEPs, BL/BLIs, and FQs as broad-spectrum antibiotics. Carbapenems, tigecycline, glycopeptides, oxazolidinone, and polymyxin were defined as antibiotics against multidrug-resistant (MDR) pathogens. The remaining antibiotic classes were defined as non-broad-spectrum antibiotics.
Antimicrobial resistance rate for major pathogens. We analysed the antimicrobial resistance rate for major bacterial pathogens isolated from any site of patients at least 48 hours after hospital admission. The first isolate of these pathogens for each admission per patient was included in the analysis. In addition, we performed subgroup analysis according to the type of specimens (blood, urine, and sputum).
In this paper, the major bacterial pathogens were: Escherichia coli, Klebsiella pneumoniae, Acinetobacter baumanii, Pseudomonas aeruginosa, Staphylococcus aureus, and Enterococcus faecium. We defined the antimicrobial resistance rate as the proportion of resistant isolates among total isolates.
All isolates and their antimicrobial susceptibilities were identified using a Vitek 2 automated bacterial identification system (bioMèrieux, Marcy-I'Etoile, France). The breakpoints of each compound were defined in reference to the Clinical and Laboratory Standards Institute (CLSI) 12 , and outcomes of R (resistance) or I (intermediate) were defined as resistance. Extended-spectrum beta-lactamase (ESBL)-producing isolates were defined as E. coli or K. pneumoniae proven to be positive by an ESBL test in the Vitek 2 system. Statistical analysis. The impact of intervention on antibiotic use, antimicrobial resistance rate, and in-hospital mortality were evaluated through segmented regression analysis of an interrupted time series with adjustment for autocorrelation 13 . We confirmed that Durbin-Watson test statistics for the overall antibiotic usage and resistance rate indicated no serious autocorrelation after the adjustment. The study period (September 2015-August 2017) was divided by interventions and analysed as follows: Table 3 . Changing trend of resistance rate to the indicated agent in major bacterial pathogens after the major intervention (restrictive measure for designated antibiotics).
a The unit for change in level is antimicrobial resistance rate (%);
b The unit for change in trend is antimicrobial resistance rate (%) per month. Abbreviations: SE, Standard errors; CI, Confidence interval; ESBL, Extended-spectrum beta-lactamase. The impact of minor intervention was tested against the whole previous period (September 2015-March 2017) because main target antibiotics of the minor intervention (lincosamides and metronidazole) were not included in designated antibiotics of the restrictive measures.
We defined "change in level" as the difference between the observed value at the beginning of the pre-intervention, and intervention periods, and "change in trend" as the difference between the change rates of the pre-intervention, and intervention periods. The segmented regression analysis was applied using the newey command (considering Newey-West standard errors) in STATA version 15 (StataCorp LLC., College Station, TX). Statistical significance was defined as P < 0.05.
Results
Impact of the major intervention on antibiotic use. Table 1 shows changing trends of antibiotic use after the major intervention. The total antibiotic use in GWs during the pre-intervention, and intervention periods were 1065.98, and 1103.71 DOT/1,000 PD, respectively. Although an immediate increase in use by 106.81 DOT/1,000 PD (P = 0.003) was observed after the intervention, the intervention resulted in a change in trend by −28.14 DOT/1,000 PD per month (P < 0.001). The total antibiotic use in ICUs were 3945.29, and 3313.13 DOT/1,000 PD in the pre-intervention, and intervention period, respectively; the secular trend did not change after the intervention.
Antibiotic usage against MDR pathogens was significantly affected by the intervention for patients in both the GWs and ICUs. The intervention resulted in a significant immediate decrease in use (−60.10 and −839.29 DOT/1,000 PD in GWs and ICUs, respectively) and a significant negative change in slope (−7.36, and −72.65 DOT/1,000 PD per month in GWs and ICUs, respectively). As for broad-spectrum antibiotics in GWs, there was a significant increase in level of antibiotic usage after the intervention (73.84 DOT/1,000 PD, P = 0.001), while a significant decrease in trend by −14.34 DOT/1,000 PD per month was observed (P < 0.001). For the usage of broad-spectrum antibiotics in ICUs, there was a significant decrease in level (−276.64 DOT/1,000 PD, P = 0.016), but no significant change in trend. The intervention did not affect the trend of non-broad-spectrum antibiotics for patients in both the GWs and ICUs (Fig. 1) .
Among antibiotics against MDR pathogens, the impact of the major intervention on carbapenems and glycopeptides were particularly prominent. The restrictive measure for designated antibiotics immediately decreased the carbapenems usage by −39.11 DOT/1,000 PD in GWs (P < 0.001) and by −484.92 DOT/1,000 PD in ICUs (P < 0.001); the trend changed by −4.57 DOT/1,000 PD per month in GWs (P < 0.001) and by −41.50 DOT/1,000 PD per month in ICUs (P < 0.001). Similarly, glycopeptides usage was significantly affected by the intervention both in the GWs and ICUs: change in level were −20.23 DOT/1,000 PD in GWs (P = 0.014) and −331.62 DOT/1,000 PD in ICUs (P < 0.001); change in trend were −2.61 DOT/1,000 PD per month in GWs (P = 0.007) and −27.41 DOT/1,000 PD per month in ICUs (P = 0.009). Furthermore, the major intervention resulted in a significant decrease in both level and trend for the use of polymyxin among patients of ICUs.
As for broad-spectrum antibiotics, the impact of the intervention was more significant in GWs compared to ICUs. The intervention significantly decreased trends in the usage of 3 rd CEPs, BL/BLIs, and FQs in GWs. The usage of FQs in ICUs was significantly reduced immediately after the intervention, but no significant change in trend was observed.
The impact of restrictive measures for designated antibiotics on non-broad-spectrum antibiotics was not as significant as that on antibiotics against MDR pathogens, or broad-spectrum antibiotics. There was a significant immediate increase in the antibiotic usage of lincosamides and macrolides in GWs; AGs, lincosamide, penicillins, tetracyclines, and SXT in ICUs. However, there was no significant change in trend for most antibiotic classes except monobactam in GWs and 2 nd CEPs in ICUs.
Impact of the minor intervention on antibiotic use. Table 2 shows changing trends of antibiotic use after the minor intervention. The monitoring for unnecessary double anaerobic coverage prescription changed the trend in metronidazole usage in GWs by −13.86 DOT/1,000 PD per month (P < 0.001) but not affected that in ICUs. Accordingly, there was a significant negative change in slope for the consumption of non-broad-spectrum antibiotics in GWs after the minor intervention (−17.40 DOT/1,000 PD per month, P = 0.038). The usage of carbapenems, BL/BLIs, and lincosamides were not affected by the minor intervention in both the GWs and ICUs.
Impact of the major intervention on the antimicrobial resistance rate in major bacterial pathogens. Table 3 shows a changing pattern in antimicrobial resistance rate in major bacterial pathogens after the major intervention. The intervention effect was prominent for the resistance rate of S. aureus isolates: a decrease in trend was observed for gentamicin in GWs (−0.028% per month, P = 0.048), ciprofloxacin in ICUs (−0.115% per month, P < 0.001), and oxacillin in ICUs (−0.012% per month, P = 0.003). In addition, a significant decrease in trend was observed for the resistance rate of P. aeruginosa to imipenem in ICUs (−0.049% per month, P = 0.010) (Fig. 2) . According to the subgroup analysis, there was a significant negative change in slope for ciprofloxacin resistance rate of E. coli, isolated from sputum in both the GWs and ICUs (−0.036%, and −0.111% per month in GWs and ICUs, respectively). Furthermore, as for K. pneumoniae isolated from sputum in ICUs, a significant decrease in trend was observed for the rate of ciprofloxacin resistance (−0.273% per month, P = 0.033) and ESBL production (−0.356% per month, P = 0.016) (Supplementary Tables 2 and 3 ). Impact of the major intervention on in-hospital mortality among ICU patients. The average APACHE 2 scores of the pre-intervention, and intervention period were 17.5, and 20.8 per patient, respectively; there was no significant change in the level (coefficient −0.537, P = 0.766) and trend (coefficient 0.404, P = 0.171) of APACHE 2 score after the intervention.
The average in-hospital mortality rates per 1,000 patient-days were 19.4 in the pre-intervention period, and 18.6 in the intervention period. In-hospital mortality among ICU patients remained stable between the two periods: there was no significant change in level (coefficient 0.007, P = 0.862) and trend (coefficient 0.004, P = 0.476).
Discussion
These results show that a significant reduction in antibiotic use, and a decrease in antimicrobial resistance rates were achieved by an IDS-driven ASP in a large hospital in Korea. IDSs are a key qualified resource to develop and lead ASPs across all healthcare settings 14 . The effect of IDS-driven ASPs is well established by several studies: a significant improvement in the appropriateness of antibiotic prescription, and a decreased antibiotic consumption were commonly found 15, 16 . A recent study in the UK found that antibiotic therapy was 30% lower in the IDS-led group compared with other medical teams, with no adverse clinical outcome 17 . In addition to the effect on antibiotic use, the IDS-driven ASPs decreased mortality, reduced length of hospitalization, and reduced the incidence of MDR pathogens 16 . As with most large hospitals in Korea, the major intervention at this study site was restrictive measures for designated antibiotics 7 ; which is similar to the preauthorization-of-antibiotic use programme in that the prescription of certain antibiotics is restricted unless approval is granted. The efficacy of restrictive antibiotic measures on both the reduction of antibiotic usage, and a decrease in the incidence of MDR pathogens is well established 18, 19 . However, there are several potential drawbacks to restrictive measures. Firstly, a large proportion of the total usage of systemic antibiotics cannot be controlled properly by restrictive measures. We found that designated antibiotics comprise 9.6% of total systemic antibiotics in the study hospital. The designated antibiotics in the study hospital are commonly controlled in large hospitals in Korea; carbapenems, tigecycline, glycopeptides, oxazolidione, and polymyxin 7 . Secondly, some authors demonstrated that it may delay in initiating therapy and may result in a breakdown in trust and communication between physicians 6, 20 . Thirdly, the effect on the reduction of antibiotic use declines gradually with the passage of time 21 . Interestingly, our study not only showed a significant reduction in the usage of designated antibiotics, but also a significant reduction in usage of other broad-spectrum antibiotics, such as 3 rd CEPs, BL/BLIs, and FQs. This may be attributable to the effect of the written suggestion for appropriate antibiotic usage, which was given with the outcome of the decision on the prescription of designated antibiotics. Similar to these findings, the result of a recent single-centre-based study in Italy showed a mixed educational and restrictive measure for designated antibiotics resulted in reduction of both designated and undesignated antibiotic use 22 . Furthermore, a previous single-centre-based study in Korea showed that even though the compliance rate of attending physicians was low after antibiotic advisory consultation, a significant reduction in antibiotic use was observed 23 . In fact, non-restrictive feedback measures such as prospective audit and feedback are considered to be another key strategy for intervention measures of ASPs 6 . A recent study in the US revealed that a non-restrictive feedback measure (post-prescription review with feedback) was superior to a restrictive measure such as preauthorization-of-antibiotic use 24 . Therefore, reinforcement of feedback measures should be considered for better ASPs in Korean hospitals.
Unfortunately, ASPs in Korean hospitals heavily depended on restrictive measures for designated antibiotics due to limited manpower 7 . ASPs were operated only by one or two IDSs in 85.2% of large hospitals in Korea without appropriate reward for performing ASPs 7 . According to Infectious Disease Society of America (IDSA) guidelines, multidisciplinary antimicrobial stewardship teams, which include an IDS and a clinical pharmacist with infectious diseases training are essential for realizing ASPs, and individuals of the team should be compensated appropriately for their time 6 . Because ASPs are the most important and effective strategy for controlling MDR pathogens 25 , stakeholders and policy makers should consider a national level of support to implement appropriate ASPs in Korean hospitals.
The strength of the present study is that the study setting well reflects the real-world situation in large Korean hospitals. Another strength is that antibiotic usage was measured by DOT. To the best of our knowledge, this is the first study in Korea to record antibiotic usage by DOT. According to a recent guideline for ASPs, using DOT is recommended to measure antibiotic consumption 6 . Despite the above strengths, there are some limitations to the present study. Firstly, due to the nature of the ecological study, the effects of confounders such as other ASPs, infection control measures, behavioural changes of physicians, etc. could not be fully controlled. Secondly, the patient-level clinical outcomes to the interventions could not be evaluated. Thirdly, this study was conducted in a large university-affiliated secondary care hospital. Therefore, the results cannot be generalized to different settings. Finally, the study focused on one IDS. Although the training system of IDSs is similar across Korean hospitals, and the quality of IDSs is controlled by the Korean Association of Internal Medicine; replicating the findings with more IDSs is required before these findings can be generalized.
Conclusion
An IDS-led ASPs could enact a meaningful reduction in antibiotic use, and a decrease in antibiotic resistance rate, without changing mortality rates in a large Korean hospital. Further researches are necessary to assess the impact of IDS-led ASPs, with different methods, in different settings.
